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Remarks 

The above Amendments and tiiese Ricmaiks arc in reply to the Office Action mailed October 1 6. 
2003. Applicants respectfully rciteate previous leuiaiks and incorporate themherein fuUy by reference. 

Claims 11- 16, 24-27, 30-31 and36-46 standrejectedimder 35U.S.C. §102(b) as antidpated 
and/or obvious under 35 US.C. § 103 by Sara €taL(EP 0366638; published 02.05.90 "Sara"). Hie 
Examiner stated: •'Sara discloses the administrationof dipcptides ... andinostprefaablythctiipcptidegly- 
pro-glu ... to insat neurodegaierative diseases andneural injury... thus teaching the '"treatment of neuiaJ 
damage." Oflicc Action, pate 3. Applicants respectfully traverse the rejections. 

First, Applicants have amcndedclaiin 1 1 to explicitly include thepriviso "w4iereinsaidpeptide 
decreases cell death ordegaieration" to malce explicit that which was insphdi in tbepreamble of flie claim. 
Applicants have also added new claim 47. 

I, Anticipation 

Applicants submit that Sara does not anticipate, eiftiff expressly or inherently, the instant claims. 

MPEP2131 states: 

A claim is anticipated only if each and every element as set forth in 
the claim is found, either e>q>resfily or inherently described, in a single 
prior artreference [references omitted]. Tbe identical invention must be 
shown in as complete detail as is contained in the ... claim [Teference 
omitted]. Emphasis added. 

Apphcants submit thatneithfirfhe "identical invention'' nor the "complete detail" were disclosed 
expressly or inherently, and that any such conclusion is legally unsuppoitable. 

Express Anticipation 

Sara does notdisclose^^tectinggMcelkornonrdopaminei^ dg^ost 
dcalhfiomneuisd injury or diseaseconqjrismg the step ofidminist^ aneunoprotective 
amount of . . . GPE, " and thaefore doesn't expressly disclose "each andevery element as set forth intiie 
clahn^asrequiTed. In fiict^ Sara doesn't disclose arqr &cts supporting atherapy to treat neurodegtaitsialivB 
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diseases and nfwaliigury, RHlhcr,Samdi»bsefi'Vieiiromodiiktion^^ 

As pointed out in tha previous response, the plain meanings of tfie terms "neuromodiilation" and 
'•neuroprotection'* are diflfeare^ iipartiwto,*'D0aroraod)iiatic>n"isn^ 
distmctly different from "neuroprotection" of flie Applicants* claims. 

Inherent Anticipation 

Applicants submit that Saradoes not inheiently anticipate the instant claims. MPEP 2 1 12 states: 

To establish inherency, the extrinsic evid^icc *mustmakecl6artliatthe 
missing descriptive raatt^ is necessarily p-esent in tfaetiiing described ici 
the refeorence, andfhatit wouldbe soreco^uzedbypersons of ordinary 
skill. Inherency, however, may not be established by probabilities or 
possibihties. Themerefkttfaatacertiimthinemayresult&omagivenset 
of circumstances is not sujOicient Emphasis added. 

Tlie ExamiriErrefers to astandardfor anticipation by inherency: "thesamep^tidefs) to thesame 
ho5t(s) in the same amaimt(s) to treat the same diseases and/or neural injuries affecting the same 
neurons (gUal celts/non-dopamlnergicy" Emphasis added. 

Applicants ieapectfi% submit that acco 
Examino'jSamcannotinhcreatlyantidpate Applicants' claimsbecau3e(l)the*'ho5t"isnotfhesameand 
(2) the treatment is not of the "same disease." 

1. The "Host" Is Not The Same 

Sara'sdisclosedstudies arcinratbrainslices &t vftro. The animals fiom which the brain slices 
weretakenhadnotbeen exposed to any condition that couldiesult in neurodegencration, anddius,had 
notbeenexposed to "neural n«ury or disease." In contrast, the instant specificationdiscloses (ag.,page 
15, Experiment 3) results of experiments that make this point ej^lidtly. Figure 3 demonstrates 
unequivocallythatHgationofoDecan)tidarteiyresultsinhypoxic-isch^ 

the brain. There is no disclosure m Sara of the use of QPE in any animal that had been so treated 

Althoi# Sara states that GOPEncdghtbeuseM totreatneurodegeneratingcoDditionsinc^ 

disease;, Saia jjaformed no studies on any diseased tissue. Therefore, the "hosf ' can not **the same." 
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2. The Disease and/or Neural Injuries Are Not The Same 

Sara discloses Tio'*treatmeat*' of anynewodegeneratlve oondidoiL Saradiscloscs apotentialmg 
effect of GPB onpotasaum-cvokedneurotransmitterreleasembi^ slic^ fiom nornialiats. Alfliou^ 
Sara suggests possible uses of GPE to cause **nairomodulatiou"^ii)eurodeaaierativc conditioiis, there 
is no enabling diselosurelMt using GPiB in uomial auiinal tissue (as disclosed in in viiro brainslices) 
would have the same effect in animals subjected to neurodegenerative conditions. 

Although the Examiner statedlhat "there is amuch lower legal thresholdr^gaiding enablemaitof 
arefctencc, as compared to apatcnt application," the Examiner citedno aufhorityfhatpoints out exactly 
what die legal Ihiesholdis, in particular for a foreign publication. If the Examiner is aware of a holding in 
support of the position. Applicants would appreciate having flie reference. ^ 

A]3plicants note thai the proper standard has been articulated by the Supreme Court 

Patented inventions cannot be superseded byflie mere introduction of a 
foreign publication of the kind, though of prior date, unless the 
description and drawings contain and exhibit a substantial 
representation of the patented improvement, in such full, dear, and 
exact tenns as to enable any person sldlled in the art of science to which 
it appertains, to malce, construct, and practice the invention to the same 
practical extent as they would be enabled to do if the information was 
deiivedficom apriorpatent. Merevague and general representations 
willnotsnpportsudi adefettce[sic],aslheknowledgesij{>posedtobe 
derived fiom the publication must be sa£Ecieat to enable those skilled in 
the ait or science to understand the nature and operation of the invention^ 
and to cany it into practical use. Seymour v. Osborne 78 U.S. 3 16 (S. 
Ct 1870); emphasis added. 

First, tli6 statements in Saia aUegedly "disclose" flie use of GPE to ''tre^ 
as pointed out above, there j s no woiidng cxan5)le to support such, a conclusion* Although Sara does 
iirclude a woikingexampleof thccfEectsof OPEon qjinal cordtefl 

pq)CTdescribingfliemethod (Z.Wiesenfeld-MaIlin, Brain Research 372:172-175 (1986); copy enclosed 
herewith), Applicants note that the animals so studied had no brains, the animals havii^ hadlhdr brains 
removed 'Thcratwasparalj^withflaxed3li.a.aitiManyreq>ireda^ 

aspiiafion of ci-anial contents." PBgel72>rigJi£columnmiddleofthefirstfullparagraph. Witboutany 
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brains, it is impossible for there to have been any cflfect of GPE as a '•aeuroprotective" agent at that 
location. 

Applicants would like topoint out that the art ofphammceuticals, especiallynovel treatments for 
urnnet medical needs is a "suspect art," in that a high degree of enablement is required to fulfill the 
requirements of patentability. Applicants submit that according to the Supreme Coua in Seymour v. 
Osborne cited above, to be anticipatory, areference must aflow flie public to * Wdcrstand ttic nature and 
operation oftheinvention-" Without anystudiesoftissuessubjected to neurodegeDeration, Saracannot 
allow the public to "understand the nature and operation of the invention," 

In conh^ Applicants' specification analyzed efectsof GPE onthebrains of animals sutgected 
tocontroMedhypoxicischemia. MoreovCT, although inboth types of preparations (brain di 
decerebrate animals in vivo), the neurons and glial cells are destined to die, none of the studies could have 
levealedthatGPEmigbthaveaneuroprotectiveeflFecL ftwas the Applicants' ownspecificationfiiatallows 
the public to '*understandthenature and operation of the in[vention",namdy that GPE "decreases ceJldeafti 

or degeneration" as in Claim 1 . 

Se(Xmd,theieisnoneedtDpiovideanyneurcpio1ec*iveef^^ Itisundiqnitedthat 

thenervecellsofnonnal animals are alive and finictioa**nonnally." Thus, the ti^tnaent of normal animals 

A- 

(e.g. , Saia experiments) does not necessarily mean that the same treattnait would have the same efifect 
m animals subject to neurodegenerative conditions. Rather, neurodegencrationisinhercatlyDot normal. 

Applicants submit that for the brain slices used in Sara to be considered the **5ame host" as 
necessaryto conclude autidpationbyinhfireiicy, the nai^^ and gUalcdls of Sara have tobehavefhe same 
way asthecotreq)Onding cells inneurodegenerativeoonditionsdesc^ specification. 
TheExaminerhasprovidedno evidence fliat neural odIsinIleu^odcgcncrati^gconditi 
in the same fashion as do normal cells- Thus, there isno evidence that GPE would increase potassium 
evoked acelyidiolioe release incclls subject to neuiodeg^ 

Saramade no such disclosure, and the Examine has pointed to no reference or reasons why degenerating 
neurons or glial cells would necessarily behave the same, as would be required for anticipation by 



inherency. 
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Rather, Applicants assert that the "reference treatment" in Sara is merely an "j»vitation to 
experinient," which, under settled law is sufficient neifher fi>r obviousness nor for anticipation. Thus, 
Applicants ass€rtthatneitherthe'Tiost**nortbe "disease or condition" aretiie Bwne. Therefore, even 
accoiding to thcExaminer'sstatedrulefer anticipation by inheres 
to be the same are demonstrably diflfearent. 

Missing Elements Defeat Anticipation by Inherency 

AppKcantsiespccrfuUysubmitthatthereareeleramtsnrissm thepriarartnecessaryto Knk 
a"neuromodulatof'eflfedofSaraland**ncuroprotcct^e" SpedficaUy, 
as pointed out in the previous response, reiterated and incorporated herein by reference, the words 
'*neuroxnodulaior" and **ncuiDprotective" do not have the same plainmeanings, and are used diflfeentiy in 
the documents themselves. 

The Term* ^Nenromodulator*' and ''Neuroprotective" are Used DijBfereniy By Sara and 
by Applicants 

Sara uses the tcrai'*neuromodulatoi'' inrelationtoresultsofacute,2Mvzrrostadiesonbrainfilices 
(e,g.. Example 2),in which GPE *'is aroodulatorofneural function, thereby stimnlating or inhibiting 
neuraJ activity," Col. 1, lines 36-37; emphasis added. Sara 1 also discloses results of studies showing 
potentiation of spinal cord reflexes by OPE. Applicants assert that ttiis use of 'ncuromodulalor" is very 
close to the plain meanmg above, namely**to regulate [neinotransmitter release 
adjustto acertainmeasuicorpTOportion[e.g.,by GPE]." Thus, in theprimaiyreferenceused to support 
the rgectionSj the meaning of *'tteuroniodulation" is unambiguous. 

However, eventhou^ the term '*neuromoduktion" is defcied inSaiB, AppKc 
submit that any * Misclosure'Mn S ara must be inteipreted in lig^^ 

application wus filed. Currently settled law requires that conclusions of law (such as anticipation or 
obviousness) be based on the interpretation of the Inventor's language and the true meaning of the 
diadosureatissue. It is wellknownlhattenns canhave sevcralmeanhigs, includingthe **plainnieamnfir 
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such as foundindictianaiy defiiiitioas and specialized xueamnge, reflecting the legal proposition that '"a 

pateoteeinaybehisown lericogrqjhcT.'* Case law is^^ dctemoiriatioiis ofwhat ismeant 

byatenninapublication. Thus, AppUcantsrespectftUy disagree with the Btamin assertion ttiat 

reference to other works of the same authoris either "tenuous atbesf' or "dubious at best" Rather, the 

subsequentpitoKcations by theliiventor clearly spell outwhat^ 

and ate therefore highly probative of what was actually disclosed in Sara, 

Anotberpublicationby Sara sheds light on themeaning of the term '^neuromodulator.** Inthe 

article, "NTeuroactiveProductsoflGF-l andIGF-2GerieExpressianintticCNS'*MoiecularBiologyand 

Physiology of insulin and Insulin-Like Growth Factors, Plenum Press, New York; pp 439 - 448 

(1991X"Sara3; copyprovidcd inthepievioiisReqioiiseas AppaidixIIl)providcsinsigbtii^ 

of the term as used in Saia- 

GPE is believed to act as a neuromodulator regulating 
neurvtransmission. GPEistbefir5texan:q)leoffheproductofagiDOwth 
£actor gene having a specific role in neurotransmission. Page 443 ; 
emphasis added. 

Applicants can find no indication in Sara 3 that the term •*neuromodulation" had any other meaning, 
inchidfagmeatring*'neuioprotective"orany othertCOT aihancmg survival of *glial cells ornoD- 

dcpaminergic neurons,** 

In contrast. Applicants use the term "neuioptotective" rcfcrs to inhibition of cell deafli, as pointed 
outinclaim 1 1 : "Amefhodfi>r pn)teding glial cdb ornon-dopaniinefgicneiiral cells in amammal against 
deatih from neural injury or disease con^)rising the step of administering to said mammal a 
nenroprotective amount of . . . GPE..." En^hasis added. Ajyplicants submit that their use of 
'^eun^protecti on" is dose to the above dictionary definition: ' the act of protecting or the state ofbeing 
protected; preservation from injury or harm* (2) a diing, person, or group tliat protects: This 
vaccine is a protection against disease. . . .** [Emphasis added, italics in origuial.] 

AdditicinaUy, fi^Sarato inhcrendy anticipa^ 
to believe that both increasing and decreasing neurotransmitter release are necessarily linked to 
'•protecting glial cells or non-4opaminergic neural cells inamammal against death from neural irguiy or 
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disease." In Hic previous Response, Applicants requested the Examiner to provide evidence that tbe 
conflictingresults disclosed in Sara are both consisteatwiQi'^euFOpiolecttoiL" No such evidence was 
provided. Applicants againinvitefheBxamtner, tfhe is awaieof any evidence of such arcasonablebeli^ 
to provide such evidaice, through eilhaapriorartjefa 

Sara is Not An Enabling Disclosure 

^jpUcantstespectfiillyreasserttfaatSaiaw Inthecunent 
OMce Action, fhe Examiner stated: *'[i]mtially, it idnotedftat&ereis amuchbwer legal duesholdiegaiding 
enablement of areference, as compared to apatent^lication." Office Action, page 12. However, the 
Examinerhasprovidsdno support for thatpioposition, and i^pHcantsTespectflillyrequdst the Examiner 
to either provide support for that legal proposition or to widuhw an unsupported assertion. 

A. Examiner^s Burden 

AppUcants sulmut that dicExaminerhasnotmet the burden ofproviding ap^^ 

antidpation by inbcreacy. 

Ihretymgiipcmthedieoxy of iiibeiencyy 1^ abasis 
in fact and/or technical reasoning to reasonably support the 
detcnnination that tiie allegedly inherent diaractmstic necessarify flows 
fiom the teachings of the prior art. jEr parte Levy 17 USPQZd 1461, 
1464 (U.S.P.T.O^J j\.L 1990); emphasis added, italics in original. 

As explainedabove, AppKeants submit given the different meanings of thetenns, tbatdieieasoning 
siqyplied isinsufficient topermittheleapfom'^iairomodula^ ''newoprotecdon." Furflier, given the 
differences inthe ''host'* and the "disease," ^}plicants respectfully submit that the reasoning supplied is 
insufScient to permit a legally supportable le^ irom e^Tects of GPE to increase potassium evoked 
acetylcholine release firomnonnalrat n^nons to effects of G?£to promote "neuroprotection" or*tion- 
dopaminergic neurons and glial cells" subjected to "neural injury or disease/' 



-13- 

AUom6y DocVmrio.: NRNZ 1002 US4 DBB 200.00] 1050303 

dbfa/Nn>]2 1002 OM-007.wpd 12/16/03-15:05 

PAK tZaS'OAT 12116/2103 S:27:4t PMiEasterna^^ 



12/ie/2003 15:34 FAI 415 392 2926 



FDM&L 



ill 018 



B. Foreign Publications Must Be Enabling To Be Antidpatpry 

InrcWallaceR. Gillam {17 A, 877 at 878, 37 FJ2d 959, 1930 (CCPA 1930) ("Gillam'*) 

provides the standardby which foreign patents must be evaluated to be anticipatoiy refbrences. The Gillam 

case arose ftoni the U.S , Patent OflSce Board of Appeals affixmation of a final rejection o\'CTflicprincipal 

reference, a Prench patent. In overturning tbe Board of Appeals decision, the CCP A held: 

In the case of foreign patents it has been held that they can not be 
measured as anticipatory by what might be made oat of tfaem, biit only 
what is clearly and definitely expressed in them. [Citations omitted]; 
emphasis added. 

Further siqjpoit and ratioiialc for theholding above is provided ft^ 

V. Harvey Laundry Co, etaL 279 F.2d 713 (Court of Appeals, Second Oicuit 1922) CPemittut"): 

So, also, an invention, patented here, will not be defeated by a prior 
foreignpatent, unless its descrrptions and drawings contain or exhibit a 
substatdialrepiesentationof thepatentedinventioninfullcl^^ andcxact 
terms, so a$ to enable a person skilled in tbe ait or science to which it 
^>pertains, withoutthe necessity fo inaking experiments, to practi^^ 
invention. 

Additional support forthe rational forthe holding above is provided ftom the Circuit Court of 

Appeals of the Seventh CSrcuitinGeiierflZ^/ecfncCa v.HostdnsMfg. Co. 224F.2d( Seventh Circuit 

Court of Appeals 1915) C^Genexal Elcctiic"): 

Tbepropbetical saggestions in English patents of what canbe don^ 
when no on e has ever tested, by actual andhaid experience and under 
the stress of competition, the truth of these suggestions, or thepractical 
difliculti^ in the way of tbear accomplisbnent, or even whether the 
suggestions are feasible, do not cany conviction of the tnitti of these 
ficqucnt and vague statements. 

J^Mnoxr^PermittUznA. 6^era/£/i^^c cases are not binding on the U.S. Courtof Appeals fi)T 
the Federal Circuit, theydemonstratetheconsistentpositicmthatfordgni^jKn^^ bt fiiUy enabled. 

Applicants submit that the "dificksure*'xn Sarardieduponby the Examiner consists onl^of textual 
references to prophetic examples in a suspect ait, without any experimental support. First, Sar^ states 
"certainpeptides exhibit nemomoddatotyactivitybyeitherstimnlatingor inhibiting neural activity/' 
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Column 1, lines 5-8. Itisutwlear fixmmythinginSaiaoTaiiyolii^ *'5timuMing'*and 
''n]hihitmg''neai^activitycouldeac Atbest, 
Sara shows the GPEhas some effect onneurons. If the Examiner is awareof any referencethat teaches 
how either stimulation or inhibitianofnervesis associated withneuioprotection, the Applicants would 
^predate haNing the citation and a copy. 

Moreover, the onlyicfcrcnce to "neurodegenerative cQnditiQns"is alisting of possible conditions, 
withnoexplanationas to how anydesiied therapeutic eflfectistobeobtaine^ Specifically, Sara does not 
disclose which conditions wouWbcncfit fiom ''sliinulaiingf ' ncurotransmitteridease and which conditions 
wouldbenefitfiom'lnhibitingf'neurotransmitterrele^^^ Sara discloses (1) no experiments onneural 
survival, (2) no experiments in^chGPB wasused to treat any condition involvingneurodegenoation or 
neural or glid cell death, (3)nolOTg-tfirmfitudi« 

survival was measiaed, aiMl (5) no lirikbctwccn acute invitro studieson potassium-evoked acetylcholine 

releaseor spinal cordreflexes andsurvival of any cell type. Further, (6)noneofthe studies were described 

as being on brain slices fiom any animal that had been subjected to neural damage or disease. Thus, 

Applicants conclude fliat Sara did not describe any conception and reduction to practice of any 

'^ieuioprotective*'eflFcctofGElS,andthereforecannotanti Rathcr.basedonSarap 

any desired therapeutic effect is merely speculative and therefore not enabled. 

TheiefbiB, Aj^Hcants submit diat Sara camiotinherentlyM 

• 'protecting glial cells or non-dop aminergic ne oral cells in a mammal against death fiom a wal inj uiy or 

disease" Although it may be possible that such an effect exists, such a possibility cannot sustain a 

. . . ' ' 

rejectionbased oninhereDcy. **bherency,however,niaynotbeestablidiedtyp(ro^ 

The mere fact lhat acalain thing nciay result fiom a given set of circumstances is not su£ficiait"MPEP, li 

Thus, Applicants submit that a prima fade case for anticipation has not been made. 

In light of the dearfli of enabling disclosure about roles of GPE on neuroprotection, Applicants 
submit that Sara cannot anticipate the instant claims. 
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n* ObTl usness 
A. Sara 

Claiins 11-17,24-27, 30-31 and 36-46 stand rejected under 35 U.S.C. §103 as ol)vioiis over 
Sara. Applicants respectfully submit that no prima facie case for obviousness has been made. 

To establish ^primafacie case for obviousness, threcbasic critmamust 
be met. First, flie!renmstbesomesiiggestionormotivation,eifliwin the 
references themselves or in tfiekaowledgegenerally available to one of 
ordinary skill in^e art, to modifythe reference orto combinereference 
teachings. Second, flieremust be a reasonable eicpectation of success. 
Finally, the prior ait reference must teach or suggest all the claim 
liihitatioiis. Theteachmgorsuggestiontoinakelheclaimedconfibinan^ 
andfhereasonabkcxpectationofsuccessraustbothbefoundinthep 
art, and not based on appUcant^s disclosure. 

AppHcantsrcspcctMysubmitlhat Aeinstaritclaimacannotberaidered As 
described above, Sara discloses that GPE either"stimulatesorinhiW'neural activity andean potent^ 
spinal coidreflexes- However, SamndtherteacheshorsuggeststhatGaPE<3^ 
glial cellsornon-dopaminer^c neural cells in amammal against death fiomneural injury ordiscasc** 
[Emphasis added.] Applicants therefore submit that Sara cannot render the instant claims obvious. 

Thus, at best, the experiments disclosed in Saia provide the legally discredited *inv]tBtion to 
e?5)erimen^V"*vioua to toy* standard of obvio^ SpccificaDy, Sara'sfindipss 

might stimulate one to inquire about po^ible effects of GPE onbrain slices fiombrain-damagedorbrain- 
diseased animals, but could not have provided arcasonablebasis to conclude that acute efifects of GPE 
onneurotransmitterreleaseuihercritlydiscloses anypR?^^ 

non-^paminetgicneurdcelbinainanmialasainstdeathfio^ Rather, for Sara 

toirndfirtheinstantdaims obvious, both potentiation andinhibhion ofaoetj^cholincrelease wwildhavc 
to Tcktcto ''protBctinggKal cells ornon-dopamm«gicneural celism 
iiyury or disease". 

RegarcUng the fact that a prima facie case for obviousness requires a ^'motive to modify the 
lefereoce" and'teasooablelikclihoodof success,";^^ 

bySaraC'TheBiologicalRoleofrnmcatediisulin-Ifl^ andtheTripcptideGPE in the 
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CentrdNcrvousSj^OT" AnnakofiheNew YoikAcadm 183 - 191 (1991);"Sara2"; 

copy enclosed with the prior Response as Appendix JS) actually teaches away from Ap{)licantfi' claims. 

Extensive in vivo studies have not revealed any growth-promotiiig 
activity of GPE. ... As showninFigure 4, no significant growdiefifects, 
includingtaillengthandorganwdghtSiWeTeobservei Pagp 
of first fuU paragr^h. 

Tlius, Applicants submit that atthe time of publication of Sara2, the first inventor of Saracould nothavc 
had areasonablebeliefthat GPE couldbe agrowthmodulator, andthus that theaBwouldbeno reasonable 
likelihood of success at achieving flic Applicants^ invartion. iithc abseiice of areasonable beliefby the 
primacyinventor (Sara), Applicants submitthat no pcrsonofoidin^ 

belief Applicants submit that both Sara and Sara 2 consideied GPE to be an agdit that acted on 

neurotjansmitterreceptors andnfit as a growthpromoting hormone Because Sara was silent about any 

effects of GPE to promote 'protecting glial cells or non-dopammcrgic neural cells in amammal against 

deafhfiomneutalinjuiyordisease " AppUcantssubrnitt^ l,dierewas 

neither motive nor a reasonable belief that GPE could so act 

Additionally, Saia 3 provides insight into the teaching of Sara 1. In particular 

The peptide products from expression of the IGF-1 gene in the brain, 
namely tnmcaatedlGF-l and GPE, aj^ear to inducebiological responses 
via two separate mecbanisms. The action of truncated IGF-1 is 
mediated via flic IGF-1 receptor GPE does not cross-react with the 
IGF-1 receptor, but rather in the NMDA receptor, and possibly an 
additional, as yet undefined, mecharusm. 

Instead, GPE ci<3ss-reacts in the NMDA (N-meth)4-D-aspartate) 
receptor which is a subtype of receptors fox the major excitatory amino 

acid neurotransmitter glutamate GPE potentiates the release of 

dopamine via interaction in the NMDA receptor. 

In conclusion, . . . GPE is believed to act as a nearomodnlator 
regnlatingnenrotransnussiou. GPEistbefiTStexampIeoftheproduct 
of a growth &ctor gene having a specific role in neurotransmission. 
Page 443; emphasis added. 
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Applicants are not awaie of any portion of any of Sara 2 or Sara 3 that teach or suggest that GPE could 
be neuroprotective, and therefore teach away ftom using GPE for '"protecting glial cells or non- 
dopaminergic neural cells in a mammal against death from neural injiny or disease/* 

The Examiner foimd the above argument noniwisuasivB hecai^^ 
teliedupon in the above rejection.** OfficeAction,pagel4,thirdfullparagraph. Applicants note that 
persons of ordinary skill arc presumed to be aware of all art pertaining to an invention. 

Further, Sara 2 and Sara 3 provide evidence of several fectors cited in Oraham v, JohnDeere. 
In particular, "uncxpectedi^ts," "long felt need," "faihire of others'* and "skq)ticism of others/' Had 
SarabeenenabUngfixclaimstotbeuscofGPE&rneuropiotect^ 

in a subsequent publication: "[ejxtensive in vivo studies have not revealed any groi^th-promotms 
activity of GPE..." 

Rather, Applicants rcspectMy submit that themo 
pmvidedby the Applicant's own instant disclosure, and that any obviousness rqectiojvmust have been 
based on hindsight reconstruction. 

Sara in View of Sibalis 

Claims 11-17, 24^27 , 30-31 and 36-46 stand rejected under 35 US.a§I03 over Sara (Sara 
1) in view of SibaHa (U.S. 5,032,109; "Sibalis")- 

Applicants incorporate herein the discussions presented above for Sara. 

TheBcarainwatalfidthatSfljalisteachestransdennaldfiUver^ about 
three to 20 alphaamino acidunits." Howeva; Applicants canfind no teachingin SibaHfl and Saratogether 
of anymethod for •protecting glial cells ornao-dopaminer^ neural cells in amarronal against deathfiom 
neuralinjuiyordisease" Thus, the combination ofSaiaandSil>Blisdoe^ 

thepending claims withareasonable likelihoodof success, and thus cannotrender^plicants* claims 
obvious. j^HcantstherefbieuigetheExaminertoieconsidertfaeigectio 
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C. Sarain VlewofGlnckman 

Claim-s lM6and 18-46 stand rgcctedmdeT 35 U.S.C. §103 over Sarain view of Gluckman 

(WO 93/02695; ^'Gluckman*')- 

Applicants incoiporate herein the discussions presented above fer Sara. 

The Exainmer stated that Ghdananteachcs**amdbodf^ damage 
causedbyneurodegenerative disease and touraawhicipriraara 

cholinergic cells in the CNS." OfficcAction,page9,bottomparagr^h. TheExamineralsostated'ltis 
noteworthy that tbeGly-PiCHGlu peptide, aspresently claimed, is doived frtwn theN-temiinalfliree amino 
acids of IGF-1 peptide." Office Action, page 10 bottom of first paragraph. 

Applicantsnote'&at Gluckmandoesnotdisdose **p(rolj^^ ornon-dopamiQecgicneiiial 
cellsinamanuoal against death fitimneural injury or disease; co^^}risingadmin]steIinga^ouxopt1otective 
amount of... GPE as in claim 1 1 . Nowherein either Sara nor Gludcman, nor in the combination of 
SaiaandG)uckmantogether,isanyteachingoftfieuseofGPEasinclaimll. Thus, fte combination of 
Sara and Gludonan does not disclose all the fimitations of Ihe pending claims with aieasoiiable likelihood 
of success, and thus cannot render Applicants* claims obvious. 

Although GPE istheN-taminal hipeptide of IGF-l,boflhSara2 and Gtackmaateach swayfiom 
GPEasaneuroprotectiYeagent FinrtjGludanan teaches thatIQF-1 isncuropiotcctivc(e.g., sec Abstract 
andSuminaiyoftheI[ivention,page3,firstparagr^h). Next, Sara2 slates: 'The aminotenarinaltiipe^ 
oflGF-1, GPE, displays a diflFcrentiangeofbiological actions compared to t^ These 
effects arenotmediatcdby IGF-1 receptors. As shown inFigureS, GPE fills to cross-react withthelGF- 
1 TBceptoranddoesnfitinfluaicethcbindingofeitherintactortrunc totfiereceptor." Page 187, 

middlepaiagc^h, middle section. Thw, Applicants subroittfaat one orordSnary skill in the art would view 
Sara in the same Ught as Saia2, and when combined with Gluckman, wodd 
ieasonabIebelieveinthe$uccfiS8 ofj any study to drtetnainc whether GPE had neurpprotec4ivepT0pftrties. 

Rather. Applicants submit that the instant disclosure provided the linkbetweenlGF-1, GPE and 
•^tectmg gUai cells ornon-dopaminergic neural cells in amammal against death fiom Oi^iral injury or 
disease;, comprising administering ancuropzotccdve amount of... GPE .,/*as in claim 1 L *To date, there 
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has beeaiio embling refcence in flie prior art to the mardpulation of the cleavedtripeptide GPE itself to 
prevent or treat CNS injury or di sease leading to CNS damage in v/vo." Specificatiofu, page 3 , third 
paragraph- Using suchhindsight reconstruction to argue forunpatentabiUty isirqpermissible under 35 
U.S.C §103,fheMPEPandcaseIaw. AppKcantstiicreforeurgetheBxaininertorBcxjnsidertheiq 
and find the claims allowable. 

m. Conclusions 

Applicants respectfully submit that there is infiufficient showing that Sara either expressly or 
inhexmtlyantiiipatesorTBridfiistbeinfltantcIa^ 

beenmade. Evaiif itoe weie ^primafade case fi>r obviousness, consideration olGrakam jfeclDrs leads 
to the condusiottthat prior to Applicants' disclosure, there wcrelongfelt Med, fidlureof otter, unexpected 
results, and "skepticism of others," and Applicants respectftiDyiequestthcExaminertoi^ 
evidence necessary to make ^primafacie showing of either anticipatton or obviousness. In the absence 
of such evideoce, eitherfliroughdtation of apublication or througi an Affidavit crDeclaradan, Applicants 
request the Examiner to reconsider the rejections and find the claims allowable. 

Further, Applicants conclude that no combination of Sara, Sibalis or Gluckman taught orsuggested, 
with a reasonable likelihood of success, all Umitations of the instant claims, and therefore, that no 
combinalionofthoserefisrencesrcadarathdii^^ ii feet, Sara 2 actually tau^ away fi»m 

the instant claims. Because Sara 2 was published after Sara 1, any intearpretation of Sara to teach 
**protcctiiig glial cdlsornon-dopaminergicneuralcensinamain^ 

disease, conprisiiigadministcringaneuroprotectiveamoimtof... GPE ...'M EvcnifSara 
were interpreted to suggest that <ffE is neuroprotective, Sara2is iiiiambiguouslyincQnflict,andawoik3er 
of ordinary skill would not have any dear guidance, and thus wouldnothave beenledby theprioraitto 
find the instant claim obvious. 

Ihhghtoftheabove, itisrespectfaUy submitted fl^ 
patent application should be allowable, and a Notice of Allowance is requested- Tlie Examiner is 
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respectjfulIyrequfistedtotelqjhQnettieundersi 
pateat 

The Ctomimssianerisaurharized to charge 
AccountNo. 05-1325 foranyniflttexmcoimecfionvwtfallrisrespon^^^ inchiding any fee for extension of 
time, which may he required. 



Respectfully submitted. 
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